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dominant note has been that nothing should be done to harm
the interests of the patients. This is a sound basis on which
the profession can unite in insisting on obtaining for its junior
members proper terms and conditions of service.

Drugs Against Viruses

At the present time antiviral chemotherapy is one of the most
rapidly progressing branches of medical science. Drugs of
proved efficacy are available commercially and are being used
for the prevention and treatment of virus diseases of man.
The viruses which have succumbed to the attack include
smallpox (both variola major and alastrim), vaccinia, and
herpes simplex, and the outlook is promising in the field of
influenza and other virus infections of the respiratory tract.

The pioneer observation of the antiviral activity of benz-
aldehyde thiosemicarbazone and certain of its derivatives made
by D. Hamre, J. Bernstein, and R. Donovick® in 1950 led
over the course of the years to the development of methisazone
{Marboran) and its trial in Madras as a prophylactic agent
against smallpox in 1963.> The final results of this trial have
recently been described by D. J. Bauer.?

Methisazone was given to 2,287 persons who had been in
intimate contact with patients with smallpox. Among them
six persons (0.26%) subsequently developed smallpox, of
whom two died. Among a group of 2,665 similarly exposed
persons who were not treated, there were 105 cases (3.94%),
with 18 deaths. The reduction in the incidence of contact
cases associated with methisazone treatment was highly
significant. Persons who have been in contact with smallpox
should be treated with methisazone in order to obtain imme-
diate protection against the exposure which has already taken
place, but they should also be vaccinated to confer protection
against further exposure which may take place in the near
future. The main side-effect of the drug was vomiting.

A similar protective effect of methisazone was also observed
by Ribeiro do Valle and co-workers* among persons exposed
to alastrim infection in Sdo Paulo, Brazil. Thus, among 384
contacts who received treatment with methisazone, mostly in
lower doses than those used in the Madras trials, eight
developed alastrim, whereas among 520 contacts who received
no treatment there were 42 cases. Most of the contacts were
not vaccinated or revaccinated after exposure (347 in the
treatment group and 449 in the untreated group), so that
methisazone in the absence of vaccination was an effective
measure from the public-health point of view for reducing
the incidence of contact cases and controlling an outbreak.

A prophylactic effect among persons who have been exposed
to smallpox has also been obtained with M. and B. 7714
(3-methyl-4-bromo-5-formylisothiazole thiosemicarbazone).®
Among 196 contacts treated with the drug there were 40 cases
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of smallpox, compared with 60 cases among 201 contacts who
were left untreated. The difference was significant at the 5%
level. The authors state that M. and B. 7714 is not to be
recommended in the prophylaxis of smallpox, and that the
slightness of the prophylactic effect compared with that of
methisazone cannot be ascribed to poor absorption as a con-
sequence of vomiting. But further trial might be appropriate
with smaller and more frequent doses in an attempt to reduce
vomiting, for in the face of a life-threatening infection such
as smallpox the free use of a drug with relatively unimportant
side-effects is justifiable.

The lack of success in antiviral chemotherapy up to recent
times can probably be ascribed to the fact that antiviral drugs
have always been visualized as therapeutic agents. But the
results obtained in India and Brazil show that their main
application at present is in prophylaxis. The antiviral thio-
semicarbazones can act only against virus which has entered
cells and is actively multiplying. They therefore protect a
smallpox contact by suppressing an infection which is already
under way but which has not yet become clinically manifest.
If the contact has escaped smallpox infection, then the drugs
will naturally do nothing. Chemoprophylaxis with these
antiviral agents is really therefore early treatment, but from
the public-health point of view it seems justified to retain the
term prophylaxis in this special sense because there is no way
of telling which contacts are already in the incubation period
except by awaiting events.

Some success has also been achieved in the treatment of
other virus diseases. Bauer® has reported recovery of patients
with vaccinia gangrenosa treated with methisazone. Apparent
benefit has also been obtained in the treatment of eczema
vaccinatum,® * though the course of this disease is so variable
that the effect of treatment is difficult to assess. It would
seem desirable to investigate the effect of methisazone in this
condition by means of a double-blind trial. In a preliminary
communication this week in the B.M.J. (page 625) Dr.
T. F. Sandeman, of Melbourne, reports that some patients
with malignant lymphoma improved when given methisazone.
Though it is too early to draw any firm conclusions from
these results, they will be noted with interest.

Success in the treatment of virus diseases is not confined
to the thiosemicarbazones. Idoxuridine® is now the estab-
lished drug for treating herpetic ulcers of the cornea, and it
is also active against vaccinia infection. Other drugs which
are in the process of development include amantidine hydro-
chloride, which has some prophylactic effect against influenza,
and statolon, a substance which induces cells to manufacture
interferon.

Inappropriate Secretion of
Antidiuretic Hormone

A low concentration of sodium in the serum (hyponatraemia)
is found in a variety of conditions. It may be associated with
excessive loss of sodium in the urine, as in Addison’s disease,
when there is also hypotension and contraction of the volume
of extracellular fluid. It may also occur in oedematous states,
such as congestive cardiac failure and portal cirrhosis, in
which urinary excretion of sodium is greatly reduced and
there is expansion of the volume of extracellular fluid. In
recent years a third type of hyponatraemia has been recog-
nized in which, despite normal adrenal and kidney function,



